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AB A monoclonal antibody which recognizes lipopolysaccharide 

binding site of macrophage cell surface receptor CD14 and has binding 
activity to monocyte or macrophage cells. The monoclonal antibody 
suppresses the production of an inflammatory mediator such as TNF 
, IL-6 or NO at early stages by recognizing CD14, and 

competitively inhibiting its binding with LPS. Therefore, it is useful 
for. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

SUMM . . . treatment is provided comprising exposing the patient's fluid 
to an immunosorbent comprising an effective amount of antibodies to 
interleukin, preferably anti-IL-6 antibody 

, in addition to one or more antibodies selected from the group 
consisting of anti-IFN . alpha . , antibody and antibodies to IFN. alpha, 
receptor, anti-IFN. gamma . antibodies and antibodies to IFN. gamma. 
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receptor, anti-TNF antibodies and antibodies to TNF 

receptor, and antibodies to an HLA class II antigen or its receptor 
This method is particularly. . 
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DRWD FIG. 4 Effect of anti-IL-2 and anti-TNF antibodies 

on the activities of IL-6. Gelatin zymogram evaluation of type IV 
collagenases in the conditioned medium of THP-1 cells pretreated with 
the following: (1) none; (2) rIL-6 (25 ng/ml); (3) rIL-6 (25 ng/ml) and 
anti-IL-6 antibodies (200 ng/ml); (4) rTNF 
(25 ng/ml); (5) rTNF (25 ng/ml ) +anti-IL-6 
antibodies (200 ng/ml); (6) rIL-1 (25 ng/ml); (7) rIL-1 (25 
ng/ml) +anti-IL-6 antibodies (200 ng/ml); 
(8) rIL-6 (25 ng/ml ) +anti-TNF antibodies (10 
.mu.g/ml) . 

DETD ... or vice versa, THP-1 cells were incubated with either rTNF, 
rIL-1 or rIL-6 in the presence of anti-TNF, anti-IL-1 or anti-IL 
-6 antibodies. As shown in FIG. 3, the ability of 

TNF to increase the level of MMP-9 in the cell conditioned medium. 

anti-IL-1 antibodies (lane 4) . Similarly, the enhancing effect of IL-1 
(lane 5) was decreased by anti-IL-1 (lane 7) but not anti-TNF 

antibodies (lane 6) . Anti-TNF or anti-IL-1 antibodies alone had 

no effect on the release of MMP-9 from THP-1 cells (lanes 8. . . was 
diminished by anti-IL-6 (FIG. 4 lane 3) but not anti-IL-1 antibodies 
(data not shown) , it was also decreased by anti-TNF 

antibodies (FIG. 4 lane 8) . Anti-IL-6 

antibodies did not interfere with the enhancing effects of TNF 
(FIG. 4 lanes 4 & 5) or IL-1 (lanes 6 &. . . 
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IL-1 



The inflammatory mediators can include agents interfering with TNF, 

as anti-TNF antibody, soluble TNF-R (monomeric, IgG 
fusion proteins, etc.), or blocking peptides and small molecules 
interfering with TNF receptor signalling or with. . . antagonist, o 
blocking peptides and small molecules influencing IL-1 synthesis or 

receptor signalling; agents interfering with IL-6, such as anti- 
IL-6 antibody, anti-gp 130, or blocking 

peptides and small molecules affecting synthesis or receptor signallin 
of IL-6; modalities influencing other inflammatory mediators, . 
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English 
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nes during infection. Treatment with recombinant (r)IL-6 
oduction by spleen cells during the first 2 days of 

TNF antibody could totally abolish the 
ct of rIL-6, while the optimal protective function of TNF 
hieved when IL-6 was neutralized by anti-IL- 
1 induced a high level of IL-6 in the 

ime after its administration, and neutralization of IL-6. 
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course of LPS-induced ACTH release, we used blocking antibodies 
TNF, and the IL-1 receptor. Our results demonstrate that anti- 
IL-6 antibody abrogated ACTH induction 

throughout the course of the response both 2 and 4 h after LPS challenge. 
In contrast, anti-IL-1 receptor and anti-TNF antibody, 

given individually, blocked ACTH production at 4 h, but not at 2 h. Only 
combined administration of these two antibodies. 
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Modulation of adhesion molecule expression on endothelial 
cells during the late asthmatic reaction: role of 
macrophage-derived tumour necrosis factor-alpha. 
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. ICAM-1 (r = 0.80, P < 10(-4)) and ELAM-1 expression (r = 0.88, P 
< 10 (-5)); and (ii) a neutralizing anti-TNF antibody 

decreased their effect (68% and 80% respectively on ICAM-1 and ELAM-1 
expression). Moreover, the role of IL-6 was excluded on. . . the basis 
both of the hrIL-6 inefficiency to induce ICAM-1 and ELAM-1 synthesis, 
even in costimulation with hrTNF, and of anti-IL-6 
antibody to neutralize the effect of AM supernatants . Our results 
suggest that, beside mast cells and lymphocytes, macrophages might 
participate in. . . 
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DETD . . . present invention is 28 kDa as described above. Further, the 
activity of the TNF-inhibitory protein is not neutralized by an anti- 
TNF antibody, an anti-IL-1 antibody or an anti- 
IL-6 antibody. 
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